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Bayer ¢4

Consumer Care Division

Bayer Corporation

- . 36 Colummia Road
Food and Drug Adrmms.tratlon " PO Box 1910
Center for Drug Evaluation and Research moreistown. M) 079621910

] Phone 973 254-5000
Attention: Document Control Room

12229 Wilkins Avenue
Rockville, MD 20852

December 15, 2000
SUBJECT: Original New Drug Application #21-317 :

Extra Strength Bayer Migraine

500 mg buffered aspirin OTC

Dear Sir/Madam:

Pursuant to section 505(b)(1) of the Act and 21 CFR 314.50, Bayer Corporation, Consumer
Care Division (Bayer) is submitting the New Drug Application (NDA) for EXTRA
STRENGTH BAYER MIGRAINE (500 mg buffered aspirin). We also refer you to our IND
== _for all investigational activities and communications related to the subject product,
and to the pre-NDA meeting (9/21/00) between representatives of the Agency and Bayer. As
requested in the meeting, Bayer is also providing the Final Study Reports, Tables and Data
Listings on a CD-ROM with bookmarks to assist in the review.

This product is intended for OTC use as a migraine treatment. [t is a bilayer caplet which
combines aspirin and calcium carbonate in an immediate releasé formulation. This product
has been marketed, in accordance with the Internal Analgesic Monograph, for nearly ten
years.

A significant body of information exists for buffered aspirin in the OTC monograph cited, as
well as, in this application. The drug is well characterized and well documented from a
technical perspective.

The safety and efficacy for EXTRA STRENGTH BAYER MIGRAINE are supported by the
adequate and well controlled trials conducted in subjects suffering from migraine. The
primary efficacy variable designated in the clinical trials was the percent responders, defined
as those subjects who experienced a change in pain intensity from a baseline evaluation of
moderate to severe, to mild or none at 2 hours post-dose. Secondary efficacy variables
included reduction of symptoms of nausea, photophobia and phonophobia.

Our clinical program also included a bioequivalence trial to compare the plain aspirin utilized
in the clinical program to the proposed buffered aspirin. Bioequivalence was established.

The proposed labeling for Extra Strength Bayer Migraine follows Drug Facts Format. In
addition to Bayer labeling, also enclosed, please find labeling for the identical formulation
. e—— The labeling incorporates statements approved under the Internal
Analgesic Tentative Final Monograph, as well as, comments provided by FDA during the
pre-NDA meeting.




DA 21-317
December 15. 2000

Provided, under separate cover, to the FDA Philadelphia District Office’is a field copy of the
technical sections of this application, the application form and the technical summary. Bayer
certifies that the field copy is a true copy of the technical section contained in the archival
and review copies of this submission.

The drug review process for this NDA is covered by the Prescription Drug User Fee Act
(PDUFA II). Bayer certifies that the entire full application fee is being provided to FDA,
under separate cover. The assigned User Fee number for this application is #4029.

This application and all communications or materials submitted to the Agency in connection
with this matter, now or in the future, constitute privileged and confidential commercial
information and/or trade secrets that may not be disclosed to any third party without express
‘prior written consent from Bayer. '

We look forward to maintaining an open and collaborative dialogue to facilitate the overall
review process. Please contact the undersigned at 973-408-8181 should you have any
questions or requests.

Sincerely,

Bayer Corporation
Bayer Consumer Care Divison

Judy Doyle E
Associate Director,

Regulatory Affairs

Submitted in duplicate

cc: Debra Pagano
PAI Manager
FDA Philadelphia District Office



- oy wy

Rockville, MD 20852 : \

R:?.C“D “\\. Consumer Care Djvision
JM 30z o
Mr. Rao Puttagunta % ) R 0 <001 N )l ﬁn M yhf‘;r: a;’\er Corporation
Chemistry Reviewer -éy& i éfg‘ d ‘-.C%'g;n?;g oae
. . . AL 3% 5 [ x B .1‘.._ A
Food and Drug Administration 04’4'.-*@ B RECD ‘____“.,_: fown. NJ 079621910

Center for Drug Evaluation and Research .
Attention: Document Control Room ‘t 'JﬁN 5 1200¢
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January3
(Via facs: - *
SUBJECT: NDA #21-317 :

General Correspondence: Drug Substance Inquiry ‘v'_ = el wT
Dear Mr. Puttagunta:‘ B -

Reference is made to the original New Drug Application for 500 mg aspirin for the treatment
of migraine submitted December 15, 2000. In the Chemistry, Manufacturing and Controls
section of this submission, reference is made in Volume 2, page 3 to four drug substance
facilities as follows: '

The drug product, Extra Strength Bayer (ESB) Migraine, contains Aspirin USP, which is the
active principle, and Calcium Carbonate USP, which acts as a buffering agent.

Aspirin USP will be manufactured, tested and released by:'

.

- - - - f— -

! Aspirin USP-and 90:10 Calcium Carbonate USP/Pregelatinized Starch NF may be accepted from a
vendor certificate of analysis, with a confirmatory USP identification test for aspirin and calcium
carbonate performed at a minimum upon receipt of the respective ingredient by Bayer Corp;,
Myerstown, PA (the drug product manufacturer).

2 Quimica Farmacéutica Bayer, S.A Bayer is under the ownership of Bayer. :

! This material may be referred to in the cited DMFs as 90:10 or 91:9 Calcium Carbonate
USP/Pregelatinized Starch NF. For consistency, the 90:10 designation will be used throughout the
NDA CMC section. .
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The four drug substance facilities listed above are prepared for pre—approval inspections in
OOn_]unctlon with NDA 21-317.

Sincerely,

Bayer Corporation
Bayer Consumer Care Divison

Judy Doyle
Associate Director,

Regulatory Affairs
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Bayer Corporation
Bayer Consumer Carc Divison

To: R Cook Fax: 301-827-2315

Frem: Judy Doyle 6 Date; 02/08/01
Joanne Robinetr

Re:  NDA 21-317 ‘ Pages: 3

0O Urgent 0 For Review 0 Please Comment 0O Please Reply O Please Recycle

Please see the attached correspondence which is a follow up to
our discussion 2/6. A hard copy will be submitted via overnight

delivery to the document control room.
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Bayer ¢

Congumer Care Division

. ggya; Corporgtion
oy
Food and Drug Administration PO Bax 1910
Morristown, NJ 07962-1910
Center for Drug Evaluation and Research Prone. 373 254-8000
Attention: Document Control Room
12229 Wilkins Avenue

Rockville, MD 20852

' February 7, 2001
SUBJECT: NDA 21-317
Extra Strength Bayer Migraine
500 mg buffered aspirin OTC
General Correspondence: ISS

Dear Sir/Madam;

This correspondence provides clarification, as requested, for the paper copy of the Integrated
Summary of Safety (ISS) section of the NDA originally submitted December 15, 2000. The
pagination on the JSS (located at the top of each page) is numbered from 1 to 64. Pages 51 to
64 were inadvertently omitted from the ISS due to an administrative error. These pages, Sl 1o
64, are included in the Safety Update section of the NDA

In the electronic PDF file ISEISS/ISEV6, pages 1 to 64 of the Integrated Summary of Safety
are correctly included in one section. There is no electronic file provided for the Safety
Update section of the NDA.

For your reference, please refer to the following table that lists all information included on the
CD-ROM previously provided Hyperlinks were inserted throughout the reports. Any place in
the text where a table is referenced with a bracket and page number, clicking on the page
number will pull up the table.

Clinical Reports —~ Table of Contents

Controlled Study Reports Folder\File name

$98-072 - A multicenter, prospective, randomized,
double-blind, parallel group, single dose,
placebo controlled study of the efficacy
of Extra Strength Bayer® Aspirin (1000
mg) in subjects with acutc migraine
. attacks
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Clinical Reports — Table of Contents

$98-073 ~ A multicenter, prospective, randomized,
double-blind, parallel group, single dose,
placebo controlled study of the efficacy
of Extra Strength Bayer® Aspirin (1000
mg) in subjects with acute migraine
attacks

Annex _T—

598-074 - A multicenter, prospective, randomized,
double-blind, parallel group, single dose,
placebo controlled study of the efficacy
of Extra Strength Baycr® Aspirin (1000
mg) in subjects with acute migrainc
attacks

Annex:
Pharmacokinetic Study Reports

$99-102 - Comparative, randomized, 2-way s »
crossover bioavailability study of '
commercial Extra Swrength Bayer® Plus
Buffered Aspirin and commercial Extra
Strength Bayer® Aspirin Caplets in

healthy adults under fasting conditions

- following administration of a single oral
- dose.

Integrated Summary of Efficacy jn

Integrated Summary of Safety-

If there are any further questions that arise during the review of NDA 21-317, please contact
the undersigned at (973) 408-8181. '

Sincerely,

Bayer Corporation
Bayer Consumer Care Divison

Judy Doyle
Associate Director,

Regulatory Affairs

cc: facsimile to R Cook, W. Ellenberg
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~ Attention:. Document Control Room

‘Bayer &

Consumer Care Division

Bayér Corporation
36 Columbia Road
“Morristown, RJ 07862-1910
. P.t:ohe' 973 251,

Food and Drug Administration
Center for Drug Evaluation and Research

12229 Wilkins Avenue
Roc_:kville, MD 20852

SUBJECT: NDA 21-317
Extra Strength Bayer Migraine
500 mg buffered aspirin OTC
General Correspondence: ISS

Dear Sir/Madam:

This correspondence provides clarification, as requested, for the paper copy of the Integrated
Summary of Safety (ISS) section-of the NDA originally submitted December 15, 2000. The
pagination on the ISS (located at the top of each page) is numbered from 1 to 64. Pages 51 to
64 were inadvertently omitted from the ISS due to an administrative error. These pages, 51 to
64, are mcluded in the Safety Update section of the NDA.

In the electronic PDF file ISEISS/ISEV6, pages 1 to 64 of the Integrated Summary of Safety
are correctly included in one section. There is no electronic file provided for the Safety

Ubpdate section of the NDA.

For your reference, please refer to the following table that lists all information included on the
CO-ROM pieviously prOvided Hyperlinks were inserted throughout the reports. Any place in

~ the text where a table is referenced with a bracket and page number, clicking on the page

number will pull up the table.

—Clinical Reports — Table of Contents

Controlled Study Reports Folder\File name

o enee = M@) inusuhiects with acute migraine

$98-072 — A multicenter, prospective, randormized, -
double-blind, parallel group, single dose,
placebo controlled study of the efficacy
of Extra Strength Bayer® Aspirin (1000

. attacks

Annex -

ORIGINAL
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Bayer Corporation
Baycr Consumer Care Divison

LI R

To: Walt Ellenberg Fax: 301-827-2316
From:  Judy Doyle CYIMO Date:  03/21/01
Re: NDA 21-317 U Pages: 4

O Urgent O For Review O Please Comment O Please Reply O Please Recycle

Walt Ellenberg:
Attached please find a response by Bayer to Dr. Lewin in Clinical

_ Ihvesﬁgaﬁons regarding NDA 21-317. .

Judy Doyle :
Bayer Consumer Care
973-408-8181
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Consumer Care Division

Bayer Corporation
B gGOC%Iumbiga Road
0. Box 1910
NDA #21-317 Morristown, NJ 07962-1910

Extra Strength Bayer Migraine Prione: 973 254-5000
(500 mg buffered aspirin) OTC

March 15, 2001

Constance Lewin, M D.

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Scientific Investigations
GCP Branch 2

7520 Standish Place

Room 119

Rockville, MD 20855

SUBJECT: General Correspondence: Clinical Study Site Data Per FDA Request
Dear Dr. Lewin:

As requested in your telephone contact March 7, 2001, this correspondence provides a
summary of clinical study site information for S98-072 and $98-074. The attached table
describes the names and addresses of Principal Investigators participating in the Bayer
aspirin migraine trials, total number of subjects enrolled in each treatment arm, study drop
outs by subject number, and all serious events by subject number. In addition, enclosed
please find two desk copies of the original protocol and amendments submitted to the IND.

Please contact the undersigned at 973-408-8181 should you have any questions or requests.
Sincerely,

Bayer Corporation
Bayer Consumer Care Divison

i Dew (L
Judy Doyle 2

Associate Director,
Regulatory Affairs

cc: letter only W. Ellenberg (OTC), L. Chen (Neuropharm)
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MAR 21 2981 10:80 FR

Protocol
Investigator

Number of Subjects
by Treatment Arm
(Intent to Treat)

Senous Agverse
Events

Study Urop Quls

Placebo N=119

o Subject 178 (randomized

Subjects 161, 171, 178 were all lost to follow up.

S598-072

Albert Yataco, M.D. to placebo) experienced

Innovative Medical Research | 2 x 500 mg Aspirin | perforated appendix two

1001 Cromwell Bridge Road | N=113 weeks after study

Suite 302 medication dosing.

Towson, Maryland 21286 _

$98-072 Placebo N=85 N/A None
Jeffrey Baggish, M.D.

Innovative Medical Research { 2 x 500 mg Aspirin

4 West Rolling Crossroads N=92

Suite 1

Catonsville, Maryland 21228

S98-074 Placebo N=37 N/A None
Site 1

Roger Cady, M.D.

Headache Care Center

1230 E. Kingsley
Springfield, Missouri 65804

2 x 500 mg Aspirin

| N=38

Ied
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Investigator by Treatment Arm | Events
{Intent to Treat)
| 598-074 Placebo N=47 e Subject 441 (randomized | None
Site 2 _ to 2 x 500 mg aspirin) .
Marek Gawel. M.D. 2 x 500 mg Aspirin experienced & GI bleed and
Sunnybrook Health Science | N=45 had surgery approximately
Center 6 weeks after enrollment.
2075 Bayview Avenue E425, Subject did not dose with
Toronto, Ontario MAN3MS study drug.
Canada
S98-074 Placebo N=82 » Subject 281 (randomized | Subjects 142, 279, 295, 403 were all lost to follow
Site 3 to 2 x 500 mg aspirin) was | up.
Jerome Goldstein, M.D, 2 x 500 mg Aspirin diagnosed with a brain
San Francisco Headache N=68 | tumor two weeks after
Clinic enrollment. Subject did not
909 Hyde Street, Suite 230 dose with study drug.
San Francisco, California
94109
$98-074 Placebo N=42 N/A None
Site 4
Egilius L.H. Spierings, M.D., | 2 x 500 mg Aspirin
Ph.D. N=41
25 Wainut Street, Suite 401
Wellesiey Hills,
Massachusetts 02481

.v"
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Bayer Corporation
Bayer Consumer Care Division

: 5
To: Walt Ellenberg Fax: 301-827-23 l,/
‘From: Judy Doyle q‘fD Date:  03/22/01

Re: NDA 21-317 Pages: |

0 Urgent O ForReview [ Please Comment O Pleasa Reply 0O Please Recycle

Wait:
Thank you for taking the time this aftemoon to discuss the 3/16/01 Information
Request (IR) regarding NDA 21-317. To summarize our issues discussed, please
note the items below . Since itis our intention to provide adequate responses to
the IR in a timely manner, we are seeking concurrence on the itams noted.

« The case report data sets will be provided to FDA in SAS transport files with
accompanying code lists and derivation formulas. There will be no linking to
previously submitted NDA text or files..

¢ An ITT Analysis will be provided for the 1180 subjects which includes a
comparison of headache response at 2 hours and the proportion of patients with
secondary migraine symptoms at 2 hours. Bayer is notintending to reanalyze
other groups unless requested.

« Bayer will provide a description of the literature search method used to provide
the worldwidae safety report.

Bayer intends to provide a complete response to the IR no later than April 4™,
2001. -

Judy Doyle
973-408-8181
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Bayer Corporation
Bayer Consumer Care Division

To: Dr. Walt Ellenberg Fax: 301-827-2316

From: Judy Doyle . - Date: 05/31/01
Re:  NDA 21317 Pages: :]—

CC: - Lana Chen, Project Manager,
Neuropharm

OUrgent  OForReview O PlesseComment O Plaaso Reply 0 Please Recycle

Wait: -

Attached please find your desk copy of the Bayer reeponaé to FDA's
statistical inquiries of May 18. 1am submitting the hard copy to the docket
per the usual ovemight delivery.

Judy Doyle
973-408-8181

..nq.;ccl.!..l-ll......



; ReC'D 2 COﬁsumer Care Division

{ NpA #21-317 i KIUNO\1 2001 Gayer Corporaton

Extra Strength Bayer Migraine MEGADOC RM » 36 Calumoia Road

it 0. Box 1910
(500 mg buffered aspirin) OTC éé' Morristown, N.J. 07962-1910
. A‘“& Phone: 201 254-5000

May 31, 2001 '

Charles Ganley, M.D., Director - - Rp00/8 T )

Division of Over-the-Counter Drug Products _ Mﬂ_ A

HFD-560 _ '

Food and Drug Administration

Center for Drug Evaluation and Research
Attention: Document Control Room

- 9201 Corporate Blvd.

Rockville, MD 20850-3202

General Correspondence: Response to Information Request
Dear Dr. Ganley:

This correspondence provides the information requested by FDA May 18, 2001 regarding NDA
21-317. These issues relate to variable definitions, extrapolation, and re-analysis of protocols
$98-072 and S98-074. For ease of reference, the FDA Reviewer inquiry item appears bolded,
followed in standard type, by the Bayer response.

Question:

1. Please clarify and define the variables “Timel, Time2, Time3, etc” located in
Study $98-072.

Response:

TIME] is the time at which the 30-minute evaluation was made by the subject. TIME2, TIME3,
TIME4, TIMES, TIME6, and TIME7 are the times at which the 1-hour, 2-hour, 3-hour, 4-hour,
5-hour, and 6-hour post-dosing evaluations were made, respectively. ‘

To assist in understanding the database structure, it may be useful to note that these times were
converted to military time using an additional variable (AP1-AP7) which specifies if the
observation was recorded in the a.m. or p.m. The variables LTIME1 through LTIME7 represent
the equivalent military time at which the post-dosing evaluations were made.

ORIGINAL
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The analysis of the data relies on determining the length of time between dosing and the posté i
dosing evaluations. The variables DIFF1-DIFF7 contain the elapsed times between the post-"2:¢3
dosing evaluation and the time at which the subject dosed with study medication. The elapsed
time between dosing and the 2-hour evaluation is calculated by the formula: DIFF3 = LTIME3 -

- LMEDTIME where LMEDTIME is the military time of dosing with the study medication.

To summarize, the variables TIME1 to TIME?7 record the post-dosing evaluation tiﬁmc which :
need to be processed with the am/pm flags and the time of dosing to yield the elapsed tnne
between dosing and post-dosing evaluatlons

Question:

2. Please provide the formula used to determine the extrapolated results of Headache
- Severity at 2 hours (i.e. LSEV3).

Response:

For reference, the following is Section 11.4.2.2 from the $S98-072 report that outlines the
methods used in the extrapolation/interpolation of data. These methods were used consistently
across all studies. .

Section 11.4.2.2 HANDLING OF DROPOUTS OR MISSING DATA

a. If a subject remedicated with rescue medication before the end of the 6-hour study, the
subsequent efficacy variable scores (pain intensity scores, nausea, photophobia,
- phonophobia, and ability to function) were set equal to either the baseline score or the
score recorded immediately prior to remedication, whichever score was more severe.

b. Efficacy variable scores for the 6-hour study period, excluding baseline, which
remained missing after the application of (a) above were replaced by carrying forward
the preceding non-missing score.

c. Any missing efficacy variable score for a subject who medicated to treat a recurrence
was set equal to either the baseline score or the most recent non-missing score recorded
prior to medication, whichever score was more severe.

d. The 2-hour reading was interpolated in the event that the 2-hour evaluation was off-
schedule by more than 15 minutes. Linear interpolation was used if there was observed
- data that preceded and followed the 2-hour clock time. The last observation was carried
forward if the data subsequent to the 2-hour value was missing.



As mentioned in (d), the 2-hour reading was interpolated in the event that the 2-hour evaluation

was off-schedule by more than 15 minutes. Linear interpolation was used if there was observed

data that preceded and foilowed the 2-hour clock time. The last observation was carried forward
if the data subsequent to the 2-hour value was missing. '

Formulas for extrapolation/interpolation are as follows:

If an evaluation was missing, the previous non-missing evaluation was\carried forward.

or
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Question:

3. It does not appear that the actual 2-hour efficacy results were used in the calculation.
Please explain.

Example: Patient 18 (Study $98-072) had at “TIME3" (the 2 hour timepoint) a
headache severity of 2 (SEV3), i.e., a non-responder. “TIME3” for this subject actually
corresponded to 3 hours and 30 minutes (TIME3 minus BASETM). "TIME1” (the %;
hour timepoint) actually occurred 2 hours after “BASETIM” and had a severity of 1
(SEV1) which would have made this subject a responder.

Response:

All calculations that determine time from dosing with study medication should use the variable
LMEDTIME which is the time that the subject dosed with study medication, not the time the
migraine began (BASETM). Although subject 18’s migraine began at 3:30 pm, this subject did
not dose with study medication unitl 5:00 pm. All subsequent evaluations were made according
to protocol at 30 minutes, 1-, 2-, 3-, 4-, 5-, and 6-hours post-dose.

Question:

4. Please re-analyze the statistical calculations for all three studies using those timepoints
closest to the actual 2-hour assessment as opposed to “TIME3”. We request a LOCF
algorithm for missing data. Those subjects with their first post-treatment efficacy
assessment >3 hours should not be included in the 2-hour analyses.

Response:

In a telephone contact between Dr. Walt Ellenberg and Bayer's Joanne Robinett 5/22/01, Bayer
was advised not to re-analyze the data since addressing the variable definitions and extrapolation
criteria would be adequate from the Agency’s standpoint. However, upon further review of the
data, 3 subjects in the $98-072 study made the 2-hour evaluation »3 hours subsequent to dosing
and 4 subjects in the $98-074 study recorded their 2-hour evaluation at »3 hours post-dose. All
subjects of $98-073 provided the 2-hour evaluation at less than 3 hours. The evaluation times
and severity scores for those subjects whose 2-hour evaluation was >3 hours from the time of
dosing are provided below. Review of these data reveal that using the actual assessment closest
to the 2-hour assessment would not alter the classification as a responder for the subjects with
their 2-hour evaluation greater or equal to 3 hours. Additionally, the algorithm used in the event
that the post-treatment efficacy assessment was missing and not concurrent with remedication
was a LOCF (See extrapolation rule (b) above).



Please note that “Baseline™ refers to the time at which the subject dosed with study medication.

598-072

Baseline 30-Min 1-HR 2-HR 3-HR 4-HR 5-HR 6-HR Respond
PTID: 135 ,
Time 11:00 am11:30 am12:30 pm 2:30 pm 3:30 pm 4:30 pm 5:30 pm  6:30 pm yes
Severity 3 1 0 0 0 0 0 0
PTID: 154 . i ‘ - ‘
Time 4:30 am 5:00 am 6:00 am 8:00 am 9:00 am10:00 am no
Severity 2 2 2 3 3 3 3 3
PTID: 439
Time 1:20 pm 1:50 pm 2:50 pm 4:50 pm 6:50 pm10:50 pm yes
Severity 2 1 0 0 0 0 0 0
598-074

Baseline 30-Min 1-HR 2-HR 3-HR 4-HR 5-HR "6-HR Respond
PTID: 49 '
Time 6:30 pm 7:00 pm 8:00 pm10:00 pm 1:00 am 5:00 am 10:00 am 4:00 pm no
Severity 2 2 2 2 2 2 2 2

Baseline 30-Min 1-HR 2-HR 3-HR 4-HR 5-HR 6-HR Respond
PTID: 164 . _
Time 7:30 am 8:00 am 9:30 am10:30 am11:30 am12:30 pm 1:30pm 2:30 pm no
Severnty 2 2 2 2 3 3 3 2

Baseline 30-Min 1-HR 2-HR 3-HR 4HR 5-HR 6-HR Respond
PTID: 215 '
Time 9:45 am10:17 am11:45 am12:45 pm 1:45 pm 2:45pm 3:45pm 4:45pm no
Severity 2 3 3 3 ©2 1 1 0

Baseline 30-Min 1-HR 2-HR 3-HR 4HR 5-HR 6-HR Respond
PTID: 288 -
Time 11:33 am12:03 pm 1:05 pm 2:38 pm 3:15 pm 4:30pm 5:30 pm 6:30 pm no
Severity 3 3 3 3 2 2 22



Please contact the undersigned at 973-408-8181 with questions.
Sincerely,

Bayer Corporation
Bayer Consumer Care Divison

Judy Doyle ”5{\
Associate Director

Regulatory Affairs

cc: desk copies faxed to Project Managers W. Ellenberg and L. Chen
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Bayer Corporation

Bayer Consumer Care Diviton /L/W

To: Dr. Wal Ellenberg Fax: 301-827-2315
From: Judy Doyle <Y w2 Date:  10/05/01
‘Re; 10/5 teleconference . Pages: |

0 urgent [JForReview * [ Ploase Comment 0O Please Reply O Plemise Recytle

The Bayer attendees during our teleconference were as follows:
Tudy Doyle, Associate Director Regulatory Affairs

Joanne Robinett, Director Regulatory Affairs

Dr. Randy Koslo, Director Medical and Clinical Affirs

Dr. Laureen MacEachem, Senior Associate Director Clinical Affairs

Diana Plaza, Manager Clinical Affairs




OCT 18 26881 15:82 FR TO 913018272315 P.@1-01

P
M
h

Bayer Corporation
Bayer Consumer Carc Divison

To: Dr. Walt Ellenberg Fax: 301.827-2315
From; Judy Doyle Date: 10/10/01
Re: Migraine labeling Pages: |

O Urgent O For Review 0 Please Comment (] Plaase Reply O Please Recycle

This correspondence responds to your request for clarification on the use of the
extra strength descriptor with the aspirin migraine product. The proposed label
submitted in the original application stated “Bayer Extra Strength Migraine"

It is our intention, based on the 10/5 teleconference, to relocate the descriptor away
from migraine and use it in conjunction only with the Bayer aspirin name on the
principle display panel.

Extra Strength Bayer Migraine Pain

Please contact me if there are any further issues for discussion.

Judy Doyle
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Bayer ¢
%

c Ca
NDA #21-317 | onamet Gare Division
g ' Extra Strength Bayer Migraine Bayer Corperation

(500 mg buffered aspirin) OTC g.eo(.:g‘g? Ps'ﬁc? oad

yhorriswwn. %J. 07982-1910
one: 201 2545000
October 9, 2001

Walter Ellenberg, Project Manager

Division of Over-the-Counter Drug Products
HFD-560 )

Food and Drug Administration

Center for Drug Evaluation and Research
9201 Corporate Blvd. '
Rockville, MD '20850-3202

General Correspondence: ReSpbﬁse to Labeling Comments
' Dear Dr. Ellenberg:

Reference is made to the October 2, 2001 correspondence and the October 5, 2001
teleconference, both of which addressed the proposed labeling for the 500 mg aspirin data
in support of migraine. i '
In order of appearance in your written correspondence, the following labeling issues are
addressed: :

1. The Bayer aspirin migraine product will be labeled for the treatment of mild to
moderate migraine pain as supported by clinical data. o

2. The PDP will represent the statement of identity as "buffered aspirin tablets 500 mg"

- followed by "pain relicver" and will appear prominently with the trade name.

3. "Extra Strength" will be used in connection to the trade name, and not to the
indication,

4. The statement "Plus Helps Protect Against Stomach Upset* will not be used in
product labeling. Other statements, such as “contains buffering ingredients” may be

used.

5. The statement "Ask Your Doctor About Other Benefits of Bayer Aspirin" will not
appear in the product labeling. _

6. The labeling will comply fully with 21 CFR 201.66 format and content requirements
for OTC drug products.

7. The Drug Facts prototype provided by FDA will be used for the Bayer Migraine
- product. One statement will be modified as agreed to state, "Ask a doctor or
pharmacist before use if you are taking any other drug on a regular basis".




N Ty em——
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We thank you for your prompt attention to the review of NDA 21-3 17. Please contact the
undersigned at 973-408-8181 with questions.

Sincerely,

Bayer Corporation
Bayer Consumer Care Divison

Judy Doyle AXQ
Associate Director,

. Regulatory Affairs
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